Dated: May 20, 1975,

By order of the Assistant Secretary for
. Maritime Affairs, ‘

JAMES S, Dawsoxw, Jr.,
Secretary.

{FR Doc.75-13634 Filed 5—22—75:8:45 am]

DEPARTMENT OF HEALTH,
EDUCATION, AND WELFARE
Foed and Drug Administration

[21 CFR Part 331 ]

ANTACID PRODUCTS FOR OVER-THE-
COUNTER (OTC) HUMAN usg

Testing . Procedures for Antacid Products
Generally Recognized as Safe and Effec-
tive anid Not Misbranced

the Freperar REGISTER
(39

In
1974

recognized ag
misbranded (21 CFR Part 331).
The Commiissioner

fied in Part 331 and each of the general
gxsmditions established in §330.1 (21 CFR

0.1).

In the FEDERATL REGISTER of May 11,
1972 (37 FR 9464), the Commissioner
of Foods and Drugs bromulgated pro-
cedures governing the Treview and
classification of OTC drug Produects,
under §330.10 (21 CFR 330.10).
Commissioner may propose on his own
Initiative o amend or repea] any
monograph,; or any interested berson
may petition the Commissioner for such
broposal, pursuant to § 330.10(a) (12). A
number of drug manufacturers have
betitioned that the antacid in vitro test-
ing procedures identified in Subpart ¢
of Part 331 be amended.

- One drug-
mented that th

recognized, defined
should assist in cbtaining uniform re-
sults and would - avoid problems that
could arise if distilled water were used,
It is the Commissioner’s intent to re-
quire the simplest test that win yield
uniform results and not to place un-
Necessary restrictions on testing proce-
dures unless there is g reasonable basis
for such limitations, The Commissioner
- toncurs that use of USP.
Water rather than distilleq water is g
more appropriate requirement, ang
- therefore proposes to amend § 331.20(p)
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. ucts containing aluminum
~antacid. The OTC Antacid

Purified

i
|

PROPOSED RULES

to provide for use of USP. Purifieq -
Water,

Other drug manufacturers have peti-

tioned that the ture require-
ments in the antacid In vitro test of
25° C=3° pe revised to 37° C+3e,

The designation of 37° C has been pro-
bosed because that is ‘the temperature

of the human body and is also used in -

humerous U.S.P, tests, inciuding dis-
integration and dissolution rates and the
acid consuming capacity for a number
of the antacids listed in the U.S.P. The
betitioners have submitted dats for the
ingredient aluminum hydroxide gel
showing that the higher temperature
broduces higher acid neutralizing capaci-
ties. However, the data
difference in the acid neutralizing
capacity of the fina] product when tested
at25° Cand 37° Cis nof significant,

All the data, submitted relate to prog-
hydroxide
gel, which has been used for years as an

Panel had
recognized aluminum hydroxide gel as 3
slow reacting antacid. Dats have now
been submitted to show that the percent

©of aluminum hydroxide gel neutralized

when tested at 25° ¢ and 37° C is suf-
ficiently different that a final product
which clearly passes the acid neutraliz-
ing test does not contain a sufficient
amount of aluminum hydroxide gel at
25° C to mest the requirement that each
active ingredient must contribute at least
25 percent of the acid neutralizing ca-
bacity. At 37° C this requirement of con-
tribution is met,

One manufactyrer of aluminum hy-

droxide gel stated that the bharmaceu- -

tical industry is attempting to respond
to the monograph requirement by in-
creasing the dosage levels of the active
aluminum ingredient and/or to increase
the ratio by weight of the nonaluminuym
alkali moiety to the aluminum hydroxide
in a given formula. The manufacturer
suggested that thig could possibly lead
to the inclusion of unnecessary amounts
of certain ions
sium and/or calcium compounds in an
effort to “bolster” the initial reaction
velocity of a given antacid combination
In order to overcome the inhibition of
the neutralizing reaction caused by the
lower temperature restriction. The man-
ufacturer further stated that considera-
tion should be given to such formulation
changes because Some consumers of
antacid products are restricted in terms
of their intake of such ions as calcium,
sodium, magnesium and bicarbonatgs.
The Commissioner recognizes thag

use. 'The Commissioner,
of the preamble to the final order estab-
lishing an oTc antacid monograph, pub-
Iished in the FEDERAL REGISTER of June
4, 1974 (39 FR, 19866), stated:

The Commissiones Bgrees that this [tem-
perature] is a variable that can be eliminated

show that the between 25

such as sodium, magne-~

22553
and yet not eor'nplica‘te the test. However,
during testin; » the Food ang Drug Adminis-

tration has shown that there is no difference
between 25° ¢ and 37° C. 1t is more appropri-

less equipment,
therefore, concluded that the temperature
will be designated at 25° C=£3° In the final
order,

On further consideration, the Commis-~
sioner believeg that designating 95° C as
the sole test temperature would result in
reformulations and

ministration and that provideq by the
industry have shown that the difference
C and 37° C of the final
broducts is not significant,. '
The Commissioner has evaluated the
new data submitteq and proposes to
amend the monograph to provide for the
use of 25 or 37° ¢ *+3°, as the test tem-
bPerature. Datg have been provided and
reasons shown why it is reasonable to
amend the monograph to provide for
testing at 37° ¢ as well as 25° C,
Therefore, bursuant to provisions of

> 701, 52 Stat.
1040-1042 as amehded, 1050-1053 as
amended, 1055-105g as aj :

Commissioner Proposes to amend 21 CFR
Part 331 by revising §§ 331.20(p) and
331.23 to0 read as follows:

§ 331.20 Apparatus and reagents,
%

2 ® Ed *

(p) Purified Water U.S.P.
§ 331,23 Temperature standardization,

All tests shall pe conducted at 25¢ C
+3°, or 37° ¢ *+3°. - -
Interested bersons may, on or before

Dated: May 19, 1975,

Sam D, PFIng,
4ssociate C'ommissioner; :
for Compliance,

[FR Doc.‘75—18577 Filed 5-22-75:8:45 am]

DEPARTMENT OF
\. TRANSPORTATION

In FR Doc. 75-11891 appd b
19834 of the issne for WedneNay, May 7,
1975, the second line of numbeweg bara-~
graph 4, bertaining to J-145, readiyge



